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REMARKS 

Claim 15 has been amended to recite that the racemic mixture of a propionic acid 
derivative is provided with a hydrocolloid coating. This amendment has been made in 
view of the disclosure of WO 91/16043 ("Mapelli") concerning dissolution or swelling of 
the membrane coating in the oral cavity that liberates an unpleasant taste. Support for the 
amendment is found throughout the specification at, for example, page5, line 13 to e 6, 
line 2. 

Claims 19-21 have been amended in view of the amended to claim 15, discussed 
above. In particular claim dependencies for claims 20 and 21 were amended and the 
hydrocolloid coating element of claim 12 was deleted. 

It is submitted that no new matter has been introduced by the foregoing 
amendments. Approval and entry of the amendments is respectfully solicited. 
Obviousness-type Double Patenting 

THE EXAMINER REPEATED A PROVISIONAL REJECTION BASED 
ON AN ABANDONED APPLICATION 

Claims 1, 2, 4, 6, 9-13 and 15-22 were provisionally rejected under Ac judicially 
created doctrine of obviousness-type double patenting. (August 23, 2005 Office Action 
("Office Action") at 2). The Examiner alleged that claims 1, 2, 4, 6, 9-13 and 15-22 of the 
instant application "are unpatentable over claims 1-8 of co-pending Application No. 
09/002,447 in view of Mapelli," 

USSN 09/002,447 was abandoned on November 19, 1999. Because the 
application that formed the basis for the instant rejection is not co-pending, the rejection 
is improper and must be withdrawn. 
Obviousness Rejections 

1 . THE EXAMINER REPEATED THE REJECTION OF CANCELLED 
CLAIMS 1 AND 9 

Claims 1 and 9 were again rejected under 35 USC §103(a) as being unpatentable 
over U.S. Pat. No. 5,541,227 ("Loew") in view of PCT Appl. No. WO 91/16043 
("Mapelli") further in view of US. Pat No. 5,780,046 ("Humber"). (August 23, 2005 
Office Action ("Office Action") at 4). 

For the reasons set forth below the rejection, respectfully is traversed. 
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ru»ims 1 and 9 were cancelled in the August 5, 2 003 Preliminary 
Amendment . Accordingly, it is believed that this rejection is moot. This is the second 
request for withdrawal of the instant rejection. The rejection must be withdrawn. 
2. THE EXAMINER REPEATED THE REJECTION OF CANCELLED 
CLAIMS 1-14 

Claims 1-22 were again rejected under 35 USC § 103(a) as being unpatentable 
over Loew in view of Mapclli further in view of U.S. Pat. No. 4,835,187 ("Reiiter'*) 
(Office Action at 5.) 

For the reasons set forth below the rejection, respectfully is traversed. 

Claims 1 -14 were cancelled in th e August 5. 2003 Preliminary Amendment. 
Accordingly, it is believed that this rejection is moot. This is the second request for 
withdraw of the instant rejection. The rejection must be withdrawn. 

In order to expedite prosecution on the merits and to place the instant application 
in condition for allowance, the following is provided as if the rejection were made to 
solely to claims 15-22 . 

Loew discloses 

1573 ABSTRACT 

AO ifaoj^o&a-ooflifiiniflg wedtauaegt which ccnoim ibu- 
pxpfbi only in the (SM*>fbnn ^ <££clwc4 (S>(+Hbupn>- 
ta> is mocc team t*k* as itcrtve as ton racemwe whids has. 
tmifl bow been used in the tocaimetti of tocpflfom* Tfeii 
pexmte jefeetion of the quantity ofacdwinsredicmaDdihe 
sac of the tablets cr drawees. 

IbojifGfea. Le, 244-1 ao^lpbettj^piapioaM! Mid is a 1 
tried and tcaW NSAR. from tbo group of jjbenyl propionic ^ J 
add derivatives that has shown itself to be effective in * 
jriribiang pmmaglaoflhi syctbetii to experiments with em- 1 
mals with urfjacwnntfocu to therapy of 1w«d»£» Ibuprofia J 
teductsp&n, *weifajg Mid fever caused by inflammation. It 1 
&owt the ososa unwarned tide effect* of NSAR- The 35 £ 0 j j 

pnanaaoojqpcaj ecovuy is acecuiwwjwf oyoauyoiearuie 

It is Jcwwfl thai (R)-<-)-ibappo£czj fc» substta- # 

tiatty less pharmacological activity duo (SK^-ibaprofKL. 

Sim*, buwevta, tfic totfleelivc ^^^>cuaiiliuuK3 r ujb- £ 0 j j 



6 



PAGE 7/21 * RCVD AT 10/24/2005 1 :49:17 PIKI [Eastern Daylight Time] * 8VR:USPTO«EFXRF-6/32 1 DNIS:2738300 1 CSID: * DURATION (miiKS):0442 



OCT, "24 2005 9:52 PM FR 



TO 915712738300 



2 



v«t*| to a* Actf ve (5K+)-cw»tlwner in vivo, » baa been 
proved by analysis of ftt^pctoaMtaMilfis attics in ihe 
urine, do tbctapeutic edvaasage has UOlU now bea expected 
' from the use of Ihc (SK+)-fi™ ka«ad oftbe-iacexnare aaa 
' 3 a separatum of the dexiro tutxny form the tasvo 
i wmwy loim baa not been thought to be nccessaiy. 

It has now be en found thai, contrary to eaobfiabed 
i opinion, according to which, the ibcpna&a-ractanste wu the 
. jo moat auftablc theiapcnticafo-ccfiye fima &facc Pie tractive 
(RHHHosntioiittr was convened too fflc active (SK^ 
ciwtxroier in hurray that the (S)<+)-fomi of Ibuproftiu 
ifi. in 0» abieaee Of tfefi <R>(->ftffto faa* ft SBlgtantoUy 
greater phanaaoaToggca) potential th^wa> M^idj »tic4,Tbc 
, w Present invention is based on this reraerrffon. 
i The wwefttiro h&Ubs to W5 SbtipnjfaHcwitamiAg twxii- 

cament and i$ chaactofecd in thai in the tnerftcanieat 
1 Jbcprofca is cofci ptescnt as the (SH+)*eo«itoJHiKL Ii was 
^ Ml to be expected that by the k** use of ibe (SM+>- 
? enflnwjfter a sobrtandal nakcricc of dosage would be 
I pes^te.$lite&itw*s]me^&ttthc«s^ 
I OO'C-Hbuprofeo was converted into The active (SH+> 
, ibUproJen in humacs. It <*a*v howewa; fcnpiuinglj foattd 
t 29 that flje same analgetic activity caused fay a given dose of 
J rtecmic ibuprefta can ooto^beaehievedbyhftlfthednae 
of (SK^Hbupnjfcn, but thai even loss (ban half a$ much 
t (S)<+Hbupr&fcn as racemic tfupjofcn is retired give a 
: 3Q flrraj ^algetic actiyfc^, This ceseU fe, en bsis of 
t cbaervatfoos oafi bow on (he mechanism of action of 
N&AR, partfcalariy Itaprofcn, cxtteenety surprising. These 

Evaluation of tbe Analgetic Activity of Ibuprofca 

JnihiAtoiTheaaerfiMo<avMoftefe^ 
ttoafceys wen deettkaHy stwwhttfld. far tf» best-four a d u h 
so female Rhesus monkey* (macaca wala&a) wen used 
The blowing actHx ipjraficrau mse ascot 

aO-(-HbpBOfcn 



Each animal *as treated wato the follow^ active 
Ciena in ihe given qttaatiiks: 



AcrtyJsalky foetid 



CoL6 





3< te^^BplpfcB 

& carrier (AM fcafteocjnu&yt 
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TABLE 1 



fti 1^ ^ W U JjD *0 



5.0 



— ^6-18 -7A -43 -JA jjj _go 

2 ^ ^ ^ ^ s ^ 

C->*W*^fc» 50 -S>7 -KJ> ^5 *0l5 *-JQ jj _u 



4A5 -o -?a -aa -ia 

«^™5*c 100 -tttufi* +»4 +715 4«J *59.8 



Mapelli discloses taste masking of an orally administered drug by coating the 
drug with a polymeric membrane soluble only at a pH of 5 of greater. An acid substance 
is included in the formulation to reduce or prevent the dissolution of the membrane in the 
oral cavity. 

Mapelli also discloses: 
(57) Abstract 

The taste of orally administered drugs is masked Ivy coating the drug with a polymeric membrane which is sohri&t 01 
pH of 5 or more. An acid substance is included in the formulation containing the coated drug to reduce or prevent the d}s» 
of the membrane ia the oral cavity. 
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cavity. 

it has nov been found that this difficulty can be 
avoided or minimized by adding acidic substances to the 
orally administered pharmaceutical forms such that the 
5 acidic substances dissolve to create a microenvironment 

around the coated particles, which prevents the 
dissolution of the polymers making up the membrane. 
Thus the taste masking is maintained in the oral cavity 
by the coating on the drug. 

10 Accordingly the present invention provides a 

pharmaceutical formulation for oral administration 
comprising 

a core comprising a drug, said core being coated 
with a polymeric membrane which is soluble only at a p h 
15 of 5 or greater 

and an acidic compound for reducing or preventing 
the dissolution of the membrane in the oral cavity, 

Mapelliath 
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15 Unfortunately however many drugs have an 

unpleasant, bitter or irritating taste and therefore it 
is necessary to mask the taste. In order to mask the 
taste, particles of the drug may be coated with a 
membrane which prevents the release of the drug in 

20 water (if taken with water before ingestion) and in the 

oropharyngeal cavity, during ingestion but liberates the 
drug after ingestion* 



The most suitable membranes for this purpose ax 
impermeable to water and saliva but dissolve as a 
function of the gastrointestinal pH. Among the most 
common membranes are those constituted by polymers 
which are insoluble in water or in acid environments 
but are soluble at pH greater than 5 as found in the 
intestine. However the pH of saliva is also greater 
than this value and so the partial dissolution of the 
membrane with consequent release of the unpleasant 
taste of the drug can begin in the oropharyngeal 

Mapelli at L 
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15 Unfortunately however many drugs have an 

unpleasant; bitter or irritating taste and therefore it 
is necessary to mask the taste. in order to mask the 
taste, particles of the drug may be coated with a 
membrane which prevents the release of the drug in 

20 water Cif taken with water before ingestion) and in the 

oropharyngeal cavity during ingestion but liberates the 
drug after ingestion. 



The most suitable membranes for this purpose are 
impermeable to water and saliva but dissolve as a 

25 function of the gastrointestinal pH. Among the most 

common membranes are those constituted by polymers 
which are insoluble in water or in acid environments 
but are soluble at pH greater than 5 as found in the 
intestine* However the "pH of saliva is also greater 

30 than this value and so the partial dissolution of the 

membrane with consequent release of the unpleasant 
taste of the drug can begin in the oropharyngeal 

Mapelli at 1. 

The formulation may be prepared by coating the 
core with a polymer which forms the polymeric membrane 
and adding the acidic compound to the formulation. 

invention also provides a method for masking 
25 the taste of drugs contained in pharmaceutical 

formulations, in which the taste of the drug is masked 
by coating with a polymeric membrane which is soluble 
only at a pfl of 5 or greater characterised in that an 
acidic compound is added to the formulation in order to 
30 reduce or prevent the dissolution of the membrane in 

the environment of the oral cavity. 

Mapelli at 2. 
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According to the invention the drug will be 
released only when the coated cores Cie particles) have 
passed through the stomach and reached the intestine 
vhere there is a pfl equal to or greater than 5 (this 
occurs rapidly especially if the stomach .is empty, and 
when dealing with particles of small dimensions). 

Another proposal suggests that a taste masking 
action may be obtained with a membrane which is 
insoluble at a high pH Cgreater than 5) and soluble at 
a low pB (1.2 - 1.5) such as for example Eudragit Es 
this would be insoluble in the oral cavity (thus having 
a favourable effect on masking the taste) and soluble 
in the gastric tract. However if the passage of the 
product is particularly rapid, as can happen with 
particles of small dimensions and. on an empty stomach, 
there is a risk of having an incomplete dissolution of 
the membrane and so an incomplete absorption of the 
drug - 

The present invention also differs from that 
described in patent EP-A-0101418 where substances, e.g, 
carbohydrates and polysaccharides, are added to 
formulations containing drugs coated with, for example, 
semipermeable and pH independent membranes. These 
substances prevent or slow down the release of the drug 
across the membrane, whereas in the present invention, 
the acidic compounds prevent the dissolution of the 
membrane coating on the drug rather than the 
dissolution of the drug. 

Mapelli at 3. 
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In order to mask the unpleasant taste of the 
drug, this is coated with a membrane comprising 
polymers having a pH dependent solubility and more 
particularly polymers insoluble in an acidic 
environment and soluble at pH 5 or higher. 

As illustrative but not limiting examples of 
these poloyraers are cited: copolymers of methacryiic 
acid and methacryiic acid methyl ester (eg Eudragit L, 
Eudragit s>, and copolymers of methacryiic acid ethyl 
ester (eg Eudragit L300 and L1 00-55), cellulose acetate 
phthalate, hydr oxypropylme thy i cellulose phthalate, 
polyvinyl acetate phthalate, shellac, 

Mapelli at 4. 
-5- 



hydroxypropyliriethylcellulose acetate succinate, 
carboxymethylcellulose, cellulose acetate triroellitate 
or a copolymer of maleic acid and phthalic acid 
derivatives. 

Mapelli at 5. 
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15 The coated drug granules are very fine and 

irregular and therefore have a large surface area- 
Conseguently the membrane is only a few micrometers 
thick, even when the percentage weight of the membrane 
is high, and thus in the brief time in which all or 

20 some of the particles remain, wholly or partially in 

the oral cavity, a dissolution or swelling, even 
• partial, of the membrane can occur with consequent 
liberation of the unpleasant taste* 

It has now been found that this difficulty can be 
25 avoided or minimized according to the present invention 

if an acidic substance is added to the formulation in a 
quantity such as to maintain a roicroenvironment at a pH 
of less than 5 during the transit stage in the 
oropharyngeal cavity. Obviously the more acidic the 
30 microenvironment. the better it is, although an excess 

of acid can itself give an unpleasant flavour. 

Id. 



It has been found that the optimum quantity of 
acid varies as a function of th* weight of the final 
Pharmaceutical formulation. Preferably 1% to 20% by 
weight of acid compound is used. As illustrative but 
not limiting exatnples of acid compounds the following 
are cited: fumaric acid, citric acid and tartaric acid. 



Renter dislcoses 



Mapelli at 6. 



iavwrtion relates to * lwvd therapeutic fona of 
•pray dried staprufea having unevtnd taste wffitib can 
be fbranbrad foe* for example; dtawtok tablets and 
fctl dissaving dtmgt forms as described m U& Pat 
003,502 and fcfoct ipwificaHy Oris 

invention relaxes to a taste-neutral spray dried powder 
formed by spray drying a solmicn of fotprcfoa and 
etWccDuiose, fcydrxatyj-fcyi cdlcfccccr hydroryp*o- 
pyfaneibjl ceftriote alone or in adnrixtnre, inattensta 
20% lower aikauol aobriaa fcaviflg Bupotdrd therein 15 
coOoidal rilkat. By tarie-eeatcal k b toeant that the 
powder hat ttteotWyoo taste find is Bcttwrswefevor 
buxesv 



10 



Col. I 
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The me of 0»w agents eg. chocolate, banana, 
orange, Uam Ifcoripe. root beer, and nopbnry, in 2S 
partxaaar p have ten proposed far bitter tasting drugs. 
These agents ere not dependable nwcioug ingredients* 
Mfctf. flanors can be nsefb! in amdkm^^acbalkyiaste 
parameter. BUter j^^rti^ however* are very cHfOcah 
1&a^toaayg^eztent»part»?^^ 30 
not mimic the expected natural ta^ of the flavoxage&L C 0 j j 

. 3 

Feed acids, eg* famsric acid and malic acid, which 
arc sofcbk la dfctaol totakmsimd «m ere** an aqoe* 
obs enTOittUMitt not greairr than pH ray correct 
die perception of bitterness in pnmarinf toe q»ray dried 

EXAMPLE 1 " x 
In this «wn^ the fetrf mixture to the spray dryer 
-was composed oftfce following materials* 



TB£f*dkct _ _ pokier Buutanfoa 


IbaprafewUSP 






100 








a 






<J06 


10 










Iwptopyf Aloofao^ e? 






44 IQQDjbL 


Totofc 




109A 





The ibuprofea w« diwohved in a portion ofttoe afcr> 4 
hot contained id a sumfe* Meet mK»}g vessel with the 
aid oJ a L^ghtno mixer* TV bydircyeihylceilBjQse W*s 
wetted and dispersed in Ok remands akoheJm a sen*- 
OTtestamlea steel mixmyvgwd wah<bt-w«iof>T ^><- 
bu mixer. The contetH* of the two irislftg vessels were « 
tiered and ooobked The earner oil end then colloidal 
silica >f«3ts abided and xnh»d until a hanaagrncom dH- 
pecsion w canned. The disperaoa was then trans- 
ferred to Hie feed hopper of the Bscfai Mini Spray 
Dryer. g 

The apx»y dryer was operated sach thai an air inlet 
tenrperatoreof 153*-2i0* C and an air outlet tempera* 
tore of 94" to lOT C was maintaiaed thrx^^K^ 
run* 

The yirid of spray dried powder wa« abort 90% of * 
theoretical The product was a white, fine powder. 

The freshly obtained product Upon tasting and beftg 
held in the month for 45 seconds prodnctd no bitterness 
chara cterist ic of ftopmtbi Upon agins one month at a 
room temperature the product retnamed quae Accept- 
able without bftseeneaa, 

EXAMPLE 2 
Tt» example daoribw the pfeg u tuU OD of Cut As- # 



ibopnrfm of Enmple 1 *ad otter ingrelients as foJ- 

towK CoL3 



15 



PAGE 16/21 1 RCVDAT 1012412005 1:49:17 PM [Eastern Daylight Time] ' SVRiUSPTO-EFXRF-602 ' DfOS:2738300 * CSID: • DURATION (mm-ss):0442 



OCT '24 2005 9:54 PM FR TO 915712738300 P. 17 



10 







'teas 




4* 




Ifa— ftmi ■.in 1 






Pnrtmiid wsttr 








itt 


3X0 










<L2D 


050 








aw 






1X6 


150 














EXAMPLE 4 



la &b rxampte, tLe feed mSxtore to the spray dryer 
*w composed of the foflowtog matemli. 



Stfidsh 



IDOmI 



B*7* OWowvNF 2L3 90 39 

CawW 4JL5 tO 



EXAMPLES 

Id this example, ethyl ilcohol «od gtfte id of 
isapiopyi alcohol tnd the feed mlxtwc to the tptmy 30 
djyer was <xxop<»ed of the foflowing i 





Con* 
fagttdkaj p— ' 1000 
coJ «jpesrio» 


Weight ft 
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Jfc^cutoo, USF 




SM 


ElbylOSMwvNF 
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CeEUoftMSOka 


IS 


IIS 
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100% 



In making the rejection, the Examiner asserted that 
The claims arc directed toward an oral composition comprising a racemic mixture of ibuproten 
or derivative and 50*150 wt/% fumaric acid (or 60%, 7-13%). The claims arc also directed 
toward the composition of ibuproten wherein the drug are coated particles and comprise 
excipients and the polymeric coating is hydrocolfoid. The claims are forther drawn toward the 
composition m tablet, chewable dosage, liquid, sucfcablc solid or semi-solid form, the 

composition reduces the bum sensation of ibuprofen. 
(Office Action at 5.) 
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As mentioned, Locw et al {Patent fc 227) disclose a pharmaceutical composition 
comprising a racemic mixture of ibuprofen (col <5, lin 10-15, lin 50-60; col 7, Table I; lb 60^65 
and coJ12, lin 15-30). 
{Id.) 

Patent '227 does not teach the use of fumaric acid as excipients and does not leach that 
ibuprofen drug particles are used for making the composition. 

We discussed Mapelli et at (WO '(M3) abov*. WO '043 discloses the use of polymer- 
coating before granulation (page 4, Un 10), discloses the use of polymer for coaling (page 4. lin 
24, continuing to page 5 f (in 1-5) and discloses the use of excipients such, as fumaric acid (page 
2> lin 25-30; page 5 ? lin. 1-0; page 6, lin 1-5 and page 12. lin claims 2-5; and page 12, claim 2). 
WO *043provides a method of masking the undesirable taste of the drugs by coating with 
polymeric membranes (page 2, lin 25-30 ana p 8 ge 13, claim 10), WO «043 discloses 
formulations of the drug such as tab!ei> sachet and formulation that is easily disintegrated in the 
mouth (page 6, lin 10). 

Reuter et al (Patent * 1 87) is telied upon for the disclosure of powdered ibuprofen 
composition comprising cellulose and hydroxyethyl cellulose, sodium lauryl sulfate and fam&ric 
acid (col 4, Jin I -10, col 5, Example 4 and Example 5). Significantly, Patent 1 1 *7 discloses that 
the composition is taste neutral (col 3, fin 55-60 and colS, Un 10-15), 
(Office Action at 6.) 

The Examiner reasoned that one of ordinary skill would have been motivated to 
prepare pharmaceutical composition comprising racemic mixture of ibuprofen- generally 
known to have an unpleasant taste- and mask such unpleasant taste by coating with 
polymeric membranes and/or adding excipients such as malic acid, fumaric acid. (Office 
Action at 6.) The Examiner further reasoned that one of ordinary skill would expect to 
obtain organoleptically acceptable compositions of ibuprofen that would [be] more 
appealing and suitable to patient taste and thereby improve patient compliance in taking 
medication. (Id) The Examiner concluded that "the invention as a whole would have 
been obvious to one of ordinary skill in the art at the time it was made." (Id) 
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As is fundamental, a prima facie case of obviousness must be based on facts, 
"cold bard facts." When the rejection is not supported by facts, it cannot stand. 
The rejection uses facts related to compositions to reject method claims. It is not seen in 
this record where there are any facts to support such reasoning. Thus, the rejection is not 
supported by facts and must be withdrawn for this reason alone. 

Even if the rejection were proper, which is denied, it ignores the fact that it 
appears that Loew teaches away from the claimed invention. In particular, Loew 
djSSiaggg advantages of using the (SW+Vibuprofen over the racemic mixture or its 
racerpate. It is not seen where one of ordinary skill in the art would be motivated to use 
racemic ibuprofen in the method of the claimed invention. Nor is it seen where Mapelli 
and Reuter provide the necessary motivation. 

A prima facie case of obviousness, however, requires that the rejection describe 
with specificity why one skilled in the art would have combined two references to arrive 
at the claimed invention. In reDembiczak, 175 FJd 994, 999, 50 USPQ2d 1614, 1617 
(CAFC 1999). ("Out case law makes clear that the best defense against the subtle but 
powerful attraction of a hindsight-based obviousness analysis is rigorous application of 
the requirement for a showing of the teaching or motivation to combine prior art 
references:'). In the present case, no such explanation is found in the rejection. The 
showing of a motivation to combine must be clear and particular, and it must be 
supported by actual evidence. In re Dembiczak % 175 F.3d 994, 999, 50 USPQ2d 1614, 
1617 (Fed. Cir. 1999). 

The Examiner responded to the above, with the following: 

In response, the instant claims are method claims drawn toward reducing the burning 
sensation of propionic acid derivative (ibuprofen). fn giving the broadest interpretation forth* 
claims, examiner takes the position that the method claims arc inexorably Hoked to the 
composition claims because the final product, i.e. the ibuprofen formulation, has to taken, by a 
patiem ia order 10 realize the benefits, if any of the drug -namely the reduction in the burning 

sensations (unpleasant taste). 
(Office Action at 7.) 



18 

PAGE 19/21 * RCVD AT 10/24/2005 1:49:17 PM [Eastern Daylight Time] 1 SVR:USPTO-EFXRF-6/32 ' DNB:2738300 1 CSID; 1 DURATION (mm-ss):M42 



"OCT" 24 2005 9:54 PM FR 



TO 915712738300 P. 



With this as the background, the Sec 103(a) obviousness rejection is maintained given the 
disclosures in prior art cited as explained supra. Respecting this issue, Mapelli specifically 
discloses a process or method Ibr masking ihc raste of ibuprofen to reduce or provem dissolution 
of the drug in the oral cavity by coating the granulate core during preparation of tablets (Patent 
'?U, col 2, tin 24-45; col 3 : fin US, col 4 7 Iin2i^ lin 51-60; col 5„ lin 1-10 and col 6, Un 40- 
46). Furthermore, Reuter et al discloses improvement in ibuprofen dosage form when the drug is 

(Id) 

spray-dried with toco- neutral cellulose materials or admixture* thereof (Patent '187, col 6, lin 

60-68, continuing to cols 7-8, Finally, the disclosures in both MapaM and Reuter are reinforced 

by the relevant inferential disclosure in Huinber— that taste masking of ibuprofen may be 

achieved by coating the drug whh suitable materials, preferably materia! that cannot be easily 

punctured by chewing (Patent '046.. col 2, Un 44-63). Therefore the instant claims drawn to a 

method of reducing burning sensations of proprkmic aci derivative i. e. ibuprofen by coating the 

drug with fuinaric ruraaric acid and other excipiects would have been prima facie obvious to one 

of ordinary skill at the time it was made given that the prior art cited have used the excipients for 

the purpose of eliminating or preventing unpleasant taste of ibuprofen. 

(Office Action at 8) 

It is still not seen where the Examiner has presented any facts to support using the 
claimed racemic mixture in view of Lowe's disclosure favoring the f ibuprofen. In 
fact, the Examiner's reasoning in response to the Applicant's position did not specifically 
address where such motivation was to be found The factual record does not support the 
rejection. For this reason, the rejection is improper and should be withdrawn. 

Even further, the Examiner cites to 'Tatent *71 1" presumably in a discussion of 
Mapelli. Unfortunately, it is not seen where a "Patent '71 1* was relied on by the 
Examiner to make the instant rejection. The Examiner is asked to clarify the factual basis 
to support the use of Mapelli to make the instant argument 

The Examiner also relied on an uncited document in setting for reasoning that the 
instant rejection is proper. (Office Action at 8.) In particular, the Exmainer relied on 
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'Relevant inferential disclosure in Humber" to support the Examiner's position. With all 
due respect Huraber was not used to reject claims 15-22. Any reliance on Humber is 
therefore, improper and must be withdrawn. 

Accordingly, entry of the claims and allowance of the claims is respectfully 
requested. 

Finally, the Examiner is invited to call the applicants' undersigned representative 
if any further action will expedite the prosecution of the application or if the Examiner 
has any suggestions or questions concemiog the application or the present Response. In 
fact, if the claims of the application are not believed to be in full condition for allowance, 
for any reason, the applicants respectfully request the constructive assistance and 
suggestions of the Examiner in drafting one or more acceptable claims pursuant to MPEP 
§ 707.07Q or in making constructive suggestions pursuant to MPEP § 706.03 so that the 
application can be placed in allowable condition as soon as possible and without the need 
for further proceedings. 

Respectfully submitted, 



Bv: /Timothy E. Tracy R * g , No. 39,401/ 
Timothy E. Tracy 



Johnson & Johnson 

One Johnson & Johnson Plaza 

New Brunswick, NJ 08933-7003 

(732)524-6586 

Dated: October 24, 2005 
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